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SPECIAL ARTICLE

The detection and treatment of depression
in the physically ill

Depression among those with chronic physical illnesses 
is both a major public health challenge, and likely to be 
missed by professionals who care for physically sick pa-
tients. This is because health professionals are understand-
ably concerned with the physical disorder which is usually 
the reason for the consultation, and may not be aware of the 
accompanying depression. However, untreated depression 
is a cause of much unnecessary suffering, and effective treat-
ment has been shown to decrease disability, prolong sur-
vival and increase the quality of life. 

Evidence for a special relationship

Incidence and prevalence of depression in those  
with physical illness 

The prevalence of depression is significantly higher in 
those with physical illnesses both in the USA (1) and interna-
tionally (2). The American study compared the one year prev-
alence of depression in 10,500 patients with chronic disease 
with 19,460 age matched healthy controls and found that as 
a group the former were almost three times more likely to be 
depressed: the odds ratio (OR) was 2.6 (CI 2.31-2.94). Rates 
for depression were double in diabetes, hypertension, coro-
nary artery disease and heart failure, and three times in end-
stage renal failure, chronic obstructive pulmonary disease and 
cerebro-vascular disease (1). Broadly similar results are re-
ported in the international study of the one year prevalence 
of depression among 245,400 patients in 60 countries: in this 
study those with two or more chronic physical disorders ex-
perienced a prevalence of depression of 23%, whereas healthy 
controls only reported depression in 3.2% of cases (2).

Patients with “co-morbid” depression and anxiety disorders 
– who by definition have a greater number of symptoms than 
either depression or anxiety disorders on their own – have a 
stronger relationship with chronic physical diseases than those 
with either depression or anxiety on their own (3).
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Physical disease causing depression

Two population-based prospective cohort studies found 
that physical illness was a risk factor for the later develop-
ment of depression. A study by Patten et al (4) followed up 
for 2 years 11,859 people who had been free of depression at 
baseline, and found that 3.5% had developed a new episode 
of major depressive disorder. Physical illness was a risk factor 
for the development of such depressive disorder (OR=2.5, CI 
1.3-4.6). The risk was similar for a wide range of physical 
illnesses, namely hypertension, asthma, arthritis and rheu-
matism, back pain, diabetes, heart disease and chronic bron-
chitis. In a study by Smit et al (5) in a population of 4,664 
who had never had depressive disorder, 2.7% of the popula-
tion had developed depression after one year. The presence 
of two of three illnesses (migraine, respiratory or abdominal 
problems) predicted the later development of depressive dis-
order (incident RR 2.85) after adjusting for confounders.

In clinical populations, the year after the diagnosis of can-
cer (6), and after first hospitalisation with a heart attack (7), 
are associated with a particularly high rate of new onset of 
depression or anxiety – approximately 20%. There is also 
consistent evidence for depression being a consequence of 
coronary heart disease, stroke and HIV/AIDS (8).

There are at least three distinct ways in which a chronic 
physical disease causes depression. 

First, the number of different pains an individual experi-
ences is directly proportional to the prevalence of depres-
sion: in the study by Dworkin et al (9), primary care patients 
with a single pain had no increased risk of depression, those 
with two pains had double the risk, but those with three or 
more had five times the risk. Pain in turn causes emotional 
distress and poor sleep, irrespective of whether pain has a 
known cause (10). 

Second, chronic physical illness carries with it the risk of 
disability, and this can be very depressing for an adult who 
has previously been healthy. For example, Prince et al (11) 
showed that the population attributable fraction of disabil-
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ity or handicap to the prediction of onset of depression 
among the elderly was no less than 0.69, and similar findings 
have been reported by Ormel et al (12). 

Third, there are physical changes in some diseases which 
may underlie the development of depression, such as changes 
in the allostatic load. Allostasis refers to the ability of the 
body to adapt to stressful conditions. It is a dynamic, adap-
tive process. Tissue damage, degenerative disease (like ar-
thritis) and life stress all increase allostatic load and can in-
duce inflammatory changes which produce substances such 
as bradykinin, prostaglandins, cytokines and chemokines. 
These substances mediate tissue repair and healing, but also 
act as irritants that result in peripheral sensitization of sen-
sory neurons, which in turn activate central pain pathways 
(13). In stroke – especially left sided – cerebral ischaemia 
may favour development of depression, and in degenerative 
dementias the same processes may account for increased 
rates of depression. 

Other features of physical illness that may lead to depres-
sion include disfigurement, the necessity for undergoing 
stressful investigations, and the fear of impending death. 

Depression causing physical disease

A depressive illness can also precede a new episode of 
physical disease. Systematic reviews of eleven prospective 
cohort studies in healthy populations showed that depres-
sion predicted later development of coronary heart disease 
in all of them (OR 1.18 to 5.4, median=2.05; for new cardio-
vascular events, after adjustment for traditional risk factors: 
OR=1.90, 95% CI=1.48-2.42) (14,15). Three prospective 
studies have shown that depression is an independent risk 
factor in stroke (16-18).

In prospective population-based cohort studies, depres-
sion has been shown to predict the later development of 
colorectal cancer (19), back pain (20-22), irritable bowel 
syndrome (23), multiple sclerosis (24). There is inconsistent 
evidence that depression may precede the onset of type 2 
diabetes (8). Prince et al (8) argue that there is consistent 
evidence for depression leading to physical ill-health in cor-
onary heart disease and stroke, and depression in pregnancy 
leading to infant stunting and infant mortality. 

The following are among the ways in which depression 
may cause physical illness. First, increases in pro-inflamma-
tory cytokines in depression and increased adrenocortical 
reactivity may lead to atherosclerosis, and consequently to 
an increased risk for both stroke and coronary artery dis-
ease. Second, autonomic changes in depression may cause 
ECG changes which favour development of coronary dis-
ease. Third, immune changes that occur during depression 
may be relevant: they include an increase in white cell counts 
and a relative increase in neutrophils, increases in measures 
of immune activation, and a suppression of mitogen-induced 
lymphocyte proliferation, with a reduction in natural killer 
(NK) cells (25). Changes in NK cells and T-lymphocytes in 

depression may also lead to lowered resistance to AIDS in 
HIV infections. Menkes and McDonald (26) have argued 
that exogenous interferons cause both depression and in-
creased pain sensitivity in susceptible individuals, by sup-
pressing tryptophan availability and therefore serotonin 
synthesis. 

Consequences of depression accompanying physical  
disease

Prince et al (8) argue that there is consistent evidence for 
depression affecting the outcome of coronary heart disease, 
stroke and diabetes. 

Depression leads to a shorter expectancy of life (27) and 
therefore treatment might be expected to prolong life. How-
ever, the studies required to demonstrate this have not been 
done, as they would require long follow-up periods accom-
panied by prolonged treatment of depression, with the con-
trol group denied such treatment. Di Matteo et al (28), in a 
meta-analysis of factors related to non-compliance, found 
that depressed patients were three times as likely to be non-
compliant with treatment recommendations as non-de-
pressed patients, suggesting that there may be real advan-
tages in treating depression among the physically ill. In heart 
disease, van Melle et al (29) showed a more than double 
greater risk of death with co-morbid depression.

As the severity of depression increases, the subjective 
quality of life decreases. One of the reasons for persevering 
with active treatment for depression is that, even if the out-
look for survival is not improved, the quality of survival will 
be greatly improved. In the large study by Moussavi et al (2), 
especially low health status scores were found in those with 
depression co-morbid with physical illness. 

Detection of depression accompanying
physical disease 

Depression among those with physical illnesses is defined 
in the same way as depression occurring on its own. Thus, 
standard case finding screening measures such as the PHQ-9 
(30) or the Hospital Anxiety and Depression scale (31) are 
recommended in order to detect depression in all cases.

However, several of the defining symptoms of depression 
in both the DSM and the ICD classifications can sometimes 
be produced by the physical disorder rather than depressive 
illness – for example, poor energy, loss of weight or poor 
appetite, and sleep disturbance. When psychiatrists inter-
view physically ill patients, they typically report no difficulty 
in ignoring these symptoms if they consider that the physical 
disorder may be causing them. Nevertheless, when other 
health professionals are assessing patients, the presence of 
these symptoms is likely to cause confusion, if the critical 
number of symptoms to justify a diagnosis of depression is 
applied in a rigid fashion.
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It has been shown that in the UK general practitioners are 
very much less likely to detect depression in physically sick 
patients than they are among physically well patients – the 
detection rates being 24% and 95% respectively (32). 

It is possible to use a reduced set of symptoms that does 
not include those mentioned above, and still achieve a high 
degree of agreement with researchers using the full set of nine 
symptoms. This is fortunate, since many non-psychiatrists 
have difficulty remembering the full list of symptoms. Zim-
merman et al (33) have shown that a set of only five symp-
toms is sufficient – depressed mood, low interest, worthless-
ness, poor concentration and thoughts of death. These im-
portant findings have been replicated (34). 

It is likely that if internists and family physicians were 
encouraged to use this modified scale, the detection rate of 
depression in chronic physical illness would greatly increase. 
The criteria are easier to remember, almost equally valid as 
the longer list, and much less likely to be produced by phys-
ical disease. In developing countries, where nurses, assistant 
medical officers and multi-purpose health workers are often 
responsible for case finding, and where even medical offi-
cers may not be skilled in detection of depression, the pro-
posal has even greater merit.

Treatment of depression accompanying
physical disease

The stepped-care model provides a framework in which 
to organize the provision of services supporting both patients 
and carers, and healthcare professionals in identifying and 
accessing the most effective interventions (Figure 1). The aim 
of a stepped care programme is to provide the least intrusive, 
most effective intervention first and to promote the organiza-
tion and delivery of care in a way which is understandable to 
patients and carers, as well as professionals.

Gilbody et al (35) define collaborative care as that where 
the primary care physician maintains overall responsibility 
for the patient, but where there is a case manager to follow 
up patients and assess adherence to treatment, and a mental 
health specialist (psychiatrist or clinical psychologist) pro-
viding support and consultation to the physician. They find 
that not only is there evidence that collaborative care is ef-
fective in reducing depressive symptoms in those who are 
physically ill, but also emerging evidence that such model 
may be cost effective.

Collaborative care requires: a) a dedicated coordinator of 
the intervention located in and receiving support from a 

Figure 1  The stepped care model, showing the place of collaborative care

PROVIDER OF
INTERVENTION

FOCUS
OF INTERVENTION

NATURE
OF INTERVENTION

Step 5: Specialist
mental health team

Risk to life, treatment
resistance, severe self-neglect

Medication, combined
treatments, ECT

Step 4: Collaborative
care

Patients where there is a
relationship between
depression and physical
illness

Supervision from mental
health professional; care
coordinator works to an
algorithm

Step 3: Primary care team Moderate to severe depression Medication, psychological
interventions, social support

Step 2: Primary care team or hospital
team in specialist clinic

Minor, and mild to moderate
depression

Guided self-help, CCBT, exercise, 
brief psychological interventions

Step 1: General practitioner, hospital
physician, nurses and other paraprofessional
staff

Recognition Assessment of severity of the depression

ECT – electroconvulsive therapy; CCBT – computerized cognitive behavioural therapy
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multi-professional team; b) joint determination of the plan 
of care; c) long-term coordination and follow up; d) coordi-
nation of mental and physical health care. 

Those with less severe depression may be helped by active 
monitoring combined with other interventions, including 
sleep hygiene and structured physical activity programmes. 
Physical activities must be modified to take account of any 
physical disabilities, and may take place either individually 
or in groups, with weekly sessions over a 12 week period. 
Other treatments based upon cognitive behavioural princi-
ples include individually based self-help programmes, and 
computerized cognitive behavioural therapy (CCBT). 

Cognitive behaviour therapy (CBT), or components of it 
called behavioural activation, are the treatments of choice for 
those who prefer and have available suitably qualified thera-
pists. These treatments can be delivered either in small groups 
of patients with similar physical health problems over about 
8 weeks, or individually delivered for up to 18 weeks, with 
additional booster sessions over the next 12 months. 

There is no good evidence that one antidepressant is su-
perior to another in the treatment of depression among 
those with physical illnesses, and perhaps the most impor-
tant consideration when choosing an antidepressant for 
these patients is the nature of the treatment being given for 
the physical illness. It should be recalled that sertraline is the 
antidepressant of choice in conjunction with β-blockers, 
and sertraline, mirtazapine, moclobemide or mianserin are 
drugs of choice in cardiac arrythmias. 

Selective serotonin reuptake inhibitors (SSRIs) are recom-
mended as the first line of drug treatment for the majority of 
physically ill patients, but should not be used in migraine 
treated with 5HT1 agonists (for example, sumatriptan, zolmi-
triptan), where they increase risk of central nervous system 
(CNS)  toxicity and serotonergic effects, or with ergotamine, 
where they increase the risk of serotonin syndrome. They are 
also contra-indicated in Parkinson’s disease treated with 
MAO-B inhibitors such as selegiline or rasagiline, because of 
increased risk of CNS excitation and hypertension. 

Venlafaxine, fluvoxamine, and duloxetine should be 
avoided in the treatment of cardiac arrhythmias; hyperten-
sion treated with β-blockers, methyl-dopa and ACE inhibi-
tors; and migraine treated with 5HT1 antagonists. In addi-
tion, venlafaxine should be avoided when viral infections 
are being treated with indinavir, because of decreased plas-
ma levels. Trazodone is not recommended in those receiving 
digoxin for heart failure, since it increases its plasma levels. 
Mianserin should be avoided in conjunction with drugs 
used for cancer, including cytotoxic drugs, anti-proliferatives 
and protein kinase inhibitors, and also in cases of organ 
transplantation treated with immuno-suppressants. Rebox-
etine should be avoided in conjunction with thiazide diuret-
ics like bendroflumethiazide, because of the risk of hypoka-
laemia. It should also be avoided in the treatment of bacte-
rial infections with erythromycin or clairthromycin. Older 
antidepressants, such as tricyclics and MAO inhibitors, and 
St. John’s wort, should be avoided in physically ill patients, 

since they are each associated with a wide range of interac-
tions with other drugs. 

Advantages of treatment of depression
accompanying chronic physical disease

While generally reporting beneficial effects on depres-
sion, randomized trials have generally failed to show a sig-
nificant effect of treatment of depression on concomitant 
heart disease (36,37) or diabetes (38,39). A systematic re-
view of enhanced/collaborative care for depression in the 
physically ill concluded, on the basis of a meta-analysis, that 
depression can be treated effectively but there does not ap-
pear to be consistent evidence that such treatment improves 
physical outcomes (40,41).

Treatment for depression does have other beneficial ef-
fects on outcomes other than measures of depression. Si-
mon et al (42) showed improvements in social and emo-
tional functioning, and disability in a mixed group of chron-
ic physical disorders in primary care. Mohr et al (43) showed 
improvements in both disability and fatigue with a CBT in-
tervention for depression in patients with multiple sclerosis. 
Lin et al (44) showed that treatment of depression in pa-
tients with arthritis resulted in improved arthritis-related 
pain and functional outcomes and better general health sta-
tus and overall quality of life. von Korff (45) argues that the 
weight of the evidence suggests that, in addition to reducing 
depressive symptoms, treatment of depression is effective in 
reducing functional disability.

As the severity of depression increases, the subjective qual-
ity of life decreases. One of the reasons for persevering with 
active treatment for depression is that even if the outlook for 
survival is poor, quality of life may still be improved.
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